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A method for screening f or the bioactivity of a candidate compound toward a 
group of related ^target proteinj Hn a proteomic mixture of proteins from a cell, 
employing at least one probe, eac ^probe characterizec ^by comprising a reactive 
functionality group specific for said group of target proteins and aligand and said 
probe, said method comprising : 

© combining at least one probe with an untreated portion of said mixture and 
with a portion inactivated with a non-covalent agent under conditions for reaction 
with said target proteins; 

(g) sequestering proteins conjugated with said at least one probe from each of said 
mixtures; 

(b) determining the proteins that are sequestered; and 

(^comparing the amount of each of the proteins sequestered from the untreated 
portion and the inactivated portion as indicative of the bioactivity of said candidate 
compound with said target proteins. 

A method for screening for the bioactivity of a candidate compound toward a 
group of related /target enzymeg lin a proteomic.mixture of proteins from a cell, 
employing at least one probe, eac h/probe of the formula) : 

R*(F-L)-X 

wherein: 

X is a ligand for binding to a reciprocal receptor and/or providing a detectable signal; 
L is an aliphatic linking group; 

F is a functional group reactive at an active site of a target enzyme; and 

R is H or a moiety of less than lkDal providing specific affinity for said e nzyme s; 

the * intends that R is a part of F or L; 

said method comprisin g: 

0 combining at least one probe with an untreated portion of said mixture and with a 
portion inactivated with a non-covalent agent under conditions for reaction with said 
target proteins; 

sequestering proteins conjugated with said at least one probe from each of said 
mixtures; 

(^determining the proteins that are sequestered; and 

^) comparing the amount of each of the proteins sequestered from the untreated 
portion and the inactivated portion as indicative of the bioactivity of said candidate 
compound with said target proteins. 



